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(54) /3-7SD< F««BH*<0*r»fclH#ffl 



(57) mm («ie*) 

[61)11) i3 7 5D-f K«IW»*©«ia*:liH*#J. 





(2) 



0 0 2 - 3 2 2 1 9 8 



Hfcl i 



[ 0 0 0 1 ] 

imm±mm#&) /375ck f«hks# 

C E - 1 )' <&««ftlfi**J, -t-«l«r«*-r«»K»J»J5lc 
[ 0 0 0 2] 

[Sf*©fi*Bl 7JP^W7-I! (AD) > 
^(D^5IT^^-Ux>7 L -^3 > • Sib. A 

W^>^-*-tt« , «SK»»««#i7 5D-f F • 7' 

w*t * * 3&«. »«wmffe«*8# a* < ©sa* w « k 

KHt*..137SD'f H-^^K (SAP) , 39- 
4 3 75/K*$©a5«tC^«8tt(7)'<^K«» i8 v — 

js3c»T»*. 75 n-f H • sl?g^^HttBttJI*«*«» 

575 D-f F • F<D75y 0- 

a— fe£l^— (Rt>'teCD>^D7 e Dx7— If) 



(0 



10 



30 




[0 0.0 3]"rt»«ai»»«B#tt* #oTI«Mt# 

filfflisicrairf * £ £*«T#fcrt*. *©*jE*k:«IBL 
ft t > a«S<* l c Stt b fc 5 " a 7 =l - ^» 5 £ o 7 ^ 5 

[0 0 0 4] 0AP<©*£*IMH'r**> (fi*fc«r-fe- 
--b27U^— rttC«k^Ti3AP^«a«:(S 

srr ADsixft^KXttttis^wbTW 

■ »f 4*T»5©t, 7 5 F-^-^RtfttSJH 
[0 0 0 5] 

[*M**»*bJ:5i-r*«»3 fl75D-f 

[0 0 0 6] " 
[ft 2] 



OH. 



OH 



7 



(i) 



(3) 
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3 

mm. mmm. mr-, 

ffi©**7SD-f H-^&tfttRjRj^SBjR&il 

Ui'-t*«tP«rlE!B*J*aj««jlcH'r-6. 
[0 0 0 8 ] #JEWtt. t h £**fci*?L»ttlCfcWa 

SM*. ^9>«MW. WAffrBJfc. fill 

[0 0 0 9) *9MB«TffiU* "teSTTa" fcfcfflB 

^* "tear ft^iRii "»*?-«>" &w.mzmt&L 

[0 0 10] SCI ftftttli+^JWi^MLi^iD 
[0011] *$£W<D&. I ft*ttttil>fc< it)20OT 

(+) -xtt (-) -jt*«tt»afctfi;:w4a 

[0012] I Yb«»*«attft«*Tft* 40 

tftt&ft^**, ftffllc5ffia£ttft>&ttafl:£tt&BX 

w©*aib««ioKf*i«3*tt, Ktas{b^tt«:*tt«a 

*TXtt« A tf / * 7 L < I4x£ y -JUGOcfc 3 & so 



tt, BP*>, WAltftMtt, **b#*BSJS, 3 9ft**B 
ifi, fiSK*, SeB*#«, 'J>SSi&, KttU> 

ESI, ftKtt. ¥LKtt. £X>ffiJS* IS1±^x>g5ffi, 

ffl, **>*;i/*>ISiS, x^>^;i/3^>KS. ^>if 
x-h [fip-fe, i, i' -^^U>- b'7,~ (2-kH 

es^i*7=*>*4«-r*ittt?»«r4ct3a:iST» 
a. 

[0013] ^bjcd^ I ft«tttftttt4b«ttT&£RR 

d , :nb ttsfca*. ftaratta&z^atttai;: £ ^ x 
o«jsw«cseahftttatto«iRfcHjRt UTffl^s 

»Sii*J:3tt*Ra*t«l«-r*. 

[0 0 14] «HKWt5t*Sii*ai»cBI'r«)Ut # 3.-«) 
fc»(Ctt, B e r g e«, J . Pharm. S c i . , 
6 6 , 1 - 1 9 ( 1 9 7 7) &&m<DZt. 

[0 0 15] *$£W\$£tz> att^ttlCJtffiStlSIKT 

a (i) tssnfcft*«iiBi;T*«)nffiflc«i« 
fb«»t fetter*. *R«fiDft*ftti:tt*An«»c 

3 H, 53 C> 11 C, 14 C, 15 N, 18 O, 17 CK 31 P, 32 
T*. ±«Braffi#SlK/Xt4ffiOJ»^<0fl!2O|w|ffift:^ 

»W0jsgHi*iT*s. e<&Hffi#«ia{b 

*ii*tlfcBHtflc«IKft*ttt4, SR4*a^/XI4a»0 
tt»4J*»«Tt*fflTft*. h'J^^A^b, IP^>> 3 H 

s^s-i 4, bps, " c, m&mz. -t*is©«is 



(4) 
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[0 0 16] #9Bi9^J:OKtttt3KSEtttttt< MS^i 

[0 0 1 7] *»^0«l^«tt?^?tii*:*iSffi»l4, te^ 
5PJ<D'ft!j(2<fc 9 9!tt&ftl&ttttl4V *MKS*l*>l»S3U4 

[0 0 18] *»KO<k!2COiO«M^lli£J8«t4, 
irWT*. **Wto«tf«tDW*ttS«i6»«J4. 

tt*ibMii»fl-«T» i ±e*'s i- inrr * . 20 

[0 0 19] #K§8©*B©«kDW*ft**«W4, Bl* 

sn«>i»*xJ4«»*««ffT*«>±E*»ici»r*. * 

[0 0 2 0] *589!©il6Oi0W*tt*lK!»W4, 



6 

E^tficwr*. 

[0 0 2 1 ] #jeil©ffi©J:098«ft*tt!8W4, fe^ 

-f77iJl/h-t-3 ^ IC ct -5 S» . ttttKWfftXtt 
Ai*. *MHlCj:*«*»tX«4lC»*SJi1ft^(not o 
therwise specified (MOS) ) ft* A> 6 2 *l 2>±E#f* 

[0 0 2 2 ] #5891G>{t!2<Z> ck t) WitttSitS8SttH4. feW; 

*^6ai»^&a«an«»±E*«JwH'r*. 

[0 0 2 3 ] SC 1 flS««tt, aTo-^t-^ i ic««s 

[0 0 2 4] 
Mt3] 



30 



40 
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FMOC-N 




3 +4 ^jv<nm^^fr K£/£ 
[ 0 0 2 5 ] [-ft 4] 



40 



50 



(6) 
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X 



OH 




(VI) 





L oh 

HO ° 



[ 0 0 2 6 } KKILT, FMOC-7i^ 

75-> Wang^Jli (FMOC=9-7Ml/^jl/ 

> h*v#;i/#-;v) te, iR*ar/»WKDJ»»K:iillUT ■ 

U ^ K a»© fc » »C *3B S tl& b © T * * . . « 
1 — 3 KteSrr*. Ctl&OiM pMt2 FMOCflfc^ so 
BE; 2- (l~H-^>7h 'J7 7-^- 1 

;W 1, 1, 3, Z-Thy^frOU-VK^tt.? 
MD^7x-h (HBTU) tgttft7 5 ^O*- 

MPi:«k«», #t;:i : i h'j7MDx^;-»ji//v^ 



(I) 

• T>b* : ¥j.^'5 L -f (chainaij)biguity)££U£;fc#5tC, 

^■vy tr>5 r ttf*ihSft*. SCI Vfc«W*«T©** 

[0 0 2 7) 
[ft 5 3 



40 



50 



(7) 
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xX 



H M 



i.)2i tVKr$> 




(VII) 



(VIII) 



1. ) TFA 

2. ) NaOH 




O \ ^ ° 

oh 



FMOC-OSu 



H 2 N 




OH 

OH 

(IX) 



2.) 3:1:1 HOAc/H 2 0/THF 




OH 



(IV) 

[0 0 2 8) y^D^yJ^FD^yXfl/Wy^ 
□ AV-Jby^y? K • 7-f V7s9— I V«JV 1 I <D so 

ftton&. t e r t -^^^^vu^atck&a 

»tt«7^3-;KO«Hi, *<&»©x;*x;Mb£jfitt 

[0029) sc i <b««oaiaiM»c*ssn**»jiDtt 

14, ««Mtt*»T, MffiS (1) OjSjK7liSliK 

y £K(bitartaric acid), 77s3)l¥>&, DJ\$ 

15, ?H», 7-?)im, $OU*0>*(glucaronic 
acid), U >§§(saccharate) , 3r i$ (formate) , 5£ 
SSK(benzoate), ^Jb^ 7 ^ >& (glutamate) , 

7Jl>*>K, x^>*;i/*>BJ, ^>iz>7>;b*>&, so 



[0030) si fb^tttt* 0 — fed? vizmG-t 

X«:^«f^f-< 7&«tf5tt8gT(in na 
tive charge state) L 5 £ «> ^W^Wf^^AP 
POlEM«C*^<3&* ; Cttttfc Kd^->x^ 7 

*^i3WT*T, APMDAPPOfflBi 
£KST*>. Cim4, in- vitro ELISA7 
yt<i XZ^Xm^t^bt, 4 9 x 1 0- 9 M»C*Ll> 3 

(OjttflB^IfcHJt^T, 5-ir£ U^-ifi APPOSE 
TT«a*tlfcflAPO»flE**JS'i-«) (/3APCD7^ 

[ 0 0 3 1 )31 ft^«ito«Wl:SSSh5a 
(JSLTTtt. -JSLT, ,, *»WOfttt^* M i:P$ 

14, *««fc*«Sh**irU'V'-«rU<»4»R*li:ll 



(8) 
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Til *»J«»0. **U+-K»r*afitt¥tta*' 
1 : 6^b2 : 1 »* U< 14 1 : 4*6 1 : 1 * 

T^ v »«Stlftlt»»40!IA«*»)«»©*l»tt. *H 

[0 0 3 2) *»MO«§ttft**l4n*3ltt«Jl^ Sin, 
&&, » (pulmonary), ttK»K*4rLT. X14HJK69 w 

<^tfUx^XJ4KiR<Dfeft^4&S3ft7^i^>hS:^ 

wr*ct36*T**. »aa#aat. a*«*itt» 

J&BWC J; o T^JSft $ 4l.*i>flSa* (indicated outcom 

e)t*i;T*)eaii*. 

[0033)— cnecD{b-&^i4a : bM^b< 

T?£)0. 1-1*31 OOmg/kg/B^iicoe^lT 20 

taiRsnfcw*«)a#«B»c«#tT, 

£±1**. L*»U »lmg-810mg/Mkg/ 

BoieiirtTfcfta-frau^^aba* t <fflvi&n 

sae^ffliffloaat, £©£5tta*#fTttfrtt*i*i« 

tt^Tfto, ffi<Da^»cj4, S6ic**vja#a^ - 30 
<&A5tt*#t>a*au^i'**a«H;: 1 B«UT*a 
*ofcftta!g©/ha#aic»i!isn*H?)* we>*» 
jttMfpa tas-r* z.tu<m ^ *>n*> r 

[0 0 3 4 ) *»W<0«tt^«r4*aTXI4«aM^ 

*, c:fl!)j:5a:a*ttiHa*aTx»4aaBa#aT 

ryi'ClitfT**. S&fcWKtt, 

*ay»4s^««c*««i:iitt*a#»Ta-*sn*c:t*«T 

KM. Jj-fUfr* (lozenges), h 

an. aa. -tfu-^y;^ -*-*k >a>. a 

^u+-(4H#*R»jau<tt*a»j. aa*ttaa» 
Wi*a:#att*«»aa*ftaT*.. ast* ana 

t**T**. -aic. #»w©te*ic*3»ft<b£«itt£ 
©j:5tta#»+fc»5. oaax-*?j7 oaa«o«g 50 
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[0035) ±sELfea^ttw«si/«sfe^a«wisn 
wic»ti*fc»icia. *awo»ttfb*a*4«Atfa» 
a l < i4# ytjbtix, xi4*»«a l < tt*tt»» 
atuxa^aftftcit^T**. wia tf aa a-t ^ o 

*Ay9AatfyU i/XD&vU* a*&K»JH*<Stf 

■»au<ii^if**«») . 7;u*>Batf**>-« 

<J ir— h (complex silicates) 0) J: 3 tta*& 

M«#j*-a(cft»x, a^*ci**T*«». a sic. 
utf Ltf»«ic*fflT*-&. ra«fca«<BB*fij«tt* 

i:j«^i#' , Jx?l/>y'J3-;«bfi4T*. a' a 

a#ofc»fc*tt«a«at//xttx u v*»j*«a* 
*awofttt<b*ft*a*3tfB , **Jx» 

A— JH. 5tf£#J (coloring matter) Xtt»»fc» 

**to**c:ia«T*, i^a^**Jwi4, ?L<b»oar// 

jfU-tU>Rtfm6©a*ttWI«35i:a** 
[0 0 3 6) #gP»40fc»t:tt, S9^^^L<t4^ 

a*a«»cttaa*c««ft"r*^*T»t) (»si< 
t4, s^wf^pH) , «#»R#jttaa»caatt«c 

arr*. »tt««ttM«Brt. »sii*iaix&Tawcofc«) 
\zm*t2>o aaafl=TTC!)aT©cn6©B»a)aat4 
aa«ic:aMo«qi«aa«fcJ:oTaa»caj«an 

10 0 3 7) anrt< #«ottxtx»art«aofca&ic 
i4, *aflt»oaa««*aii"r*2:t**T*, cifts 
©««opHJ4as^a»LT. aaftsr-^eT**. 

[0 0 3 8) 

^Oft^ft^N i sh i, T. a. Chemistry 
Letters, 1 9 9 3- 1 9 9 61 (1 9 8 9) 

(Dj5&tmmz. sxTCD&oiz-sj&Lfz. 'xmtmLtz 

7 5^3lwS84WttJftaaaHfilTT(under passive d 
ry nitrogen atmosphere) , 7 0 0 // 1 (5 mm o 1 ) 



(9) 
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1 5 

GOv-f y^DKA7 5>*2 5 m ] THF*lCi 
U C©»«*-3 5TC©rt««flEIC»aUfc. 2ml 
(5mmol) co^+r^n - ^2 A£ - 3 

- 7 sriC 1 0#M8M*L*:»IC, 1 5m 1 OTHFt 
lcig«?tfc6 5 Omg (2mmo 1) (D*;UA5>S[ I 
f 2- y^P^yil'- 1 - (rh7tFD-5-^ 

JUXfiK [S- (R* , R* ) ] — , (9C1) 

BflCTlDAfc. 1 KrMSHC. 2 0 0ml <Z)zK<&?S 

?T, tt±tfffl8L&. ift*2xl50m] ©BBl 
(EtOAc) iCkoTJfcfcliLfc. -S&iCLfcE t 
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OA c JI£ 2 x 2 0 0 m I 1x10 0m 1 

fiS?P(s a t . )mt-r MJ^A (NaCl) lz£?T& 
r£U ffiK-7^*->^A (MgSOO ±Ttt»a«, 

5*7Afl®2 t OA c/^>f:«kot, 8! 

1>T 1 0*7Af£O2 5 %E t OA c /^\+1t>lC J: o 
T, «Si:5*7i*i©3 3%E t OAcAWXC 
JioTieiBSttftSBBQEME tOAcA+*> 
(Ccfc-2T?£tB£l±£, S 0 g<&-&{fcir>r# (S i 

o?) ±T<0:79yS'A'#^£D-7h^7-r—fccfc 

^->3> (SSJB* D7 h^?:7-T — (TLC) lC«fcoT 
lOSlT) t/-MT, 4 6 7mg (6 3%) ©SV 
I 1. 1 ffc*tt*»fc. 

[0 0 3 9 ] 

[fti 3 



H 1 NMR (CDCb) 6 4,47 <m, 1H) f 4.31 (d, j=9h2, 1H), 3.87 (m, 1 H), 
3.30 (br s, 1H), 2.72 (dd, J=10hz, 8hZ..lH). 2.37 (1H, 61,1=1182, 7hz, 1H), 2.11 (m, 1H), 1.78 
(d, j=13hz, 1H), 1.66, (m f 6H), 1.42 (s,.10H), 1.23 (d, 9H), 0.95 (m, 1H), 0.83 (m, 1H); mte 
tt-M 370.46. XMflt 370.08 



[0 0 4 0) aMMi 
a 1 vjtMMo&M 



7 6mg (0. 2 0 5mmol) ©XttH 1 

6 3ml©b'j7A*DBB (T FA) *Kig«?L7c 0 

6nfci#S2ml<D7th-h , JJP (CHaCN) , 

8 0 0 m 1 <9tJ< (H2O) Ktf2 0 0 m 1 (lmmo 
1) ©5N*Kft^-hU*JU (N a OH) 4>K»tfL 

(LC-ESMS) (m/zftJMI=2 8 8. 4, 
MK2 8 8. 0) ICJ^TWISLT, BiStf>7 5y» 
*IBM*:T*€»i*«Sn&. 1 NtftK (HC1) 
iCctoTpHSrl UcWfflUT, 2 0 0mgOi«»#* 
^-h'J^A (NaHCOa) ©*»«C ±t)Ttt«ft L 
ft. 75mg (0. 2 2 2mmol) cD9-^;i/^U— 

5F (FMOC-OSu) fciPAfc. 9 0#M»K, 7 
5ml©EtOAct75m] <3H2 OICJ: o TS&Jftl- 
fc £ £l;:<J;oT* £j*tt**JKLfc. EtOAcl£5 
OmltOlN NaOHtCJ^TWfcaJLfc. -MHCb 
tz7}<m& 1x50ml <D&])Q<DE t OA c iZctoTi*» 
Lfco -JfilcLfczKJi* 1 N HC 1 ©«s»D^J:^Tp 
HllCMIBLT, 2x5 0m ] <DE t OA c ICioTH 
rttBLfc. ttlcL&W«JI* 1 x 5 0m 1 © 

H2O, 1 x 5 0m 1 <omQt&ikj-Y x )01x (NaC 
1) IC£:?Tft^LT\ KST^y'JA (MgS 



00 ±T*E»a-&, «»u xaTT«fflbr, 

[0 0 4 1 ) d^ttl«B<*JC, lmlODMF, Wt^X 
4 5 Omg (3mmo 1) Oter t -y'^JliS 
xiJWD'JHtlOOmg (1. 5mmo I ) ©-fa 

U 2x 5 0ml ©E t OAcl3<fcoTjftUiLjfc. -« 
l:UEtOAci*lx50ml©H?O, 1x50 
m 1 <D«S?D (sat. ) NaCl K .fcoTSfcfrLT. M 
gS0 4 ±«$t, »»U RSTTlffilT, ffi 
LC-ESMSH COttW^y'/'JJP 

(M/ZtHHi- 7 3 8. 1 8, HIi=7 3 8. 0 
2) o :Oi^rJ^2m 1©3 : 1 : IBS (HOA 
c) /¥i20/y-Yv\i h'D77> (THF) 
"T^C <hi3ctoT, ilflDX^xJl'fcJDJjcaJBbfc. 9 0 
»H«J*Ufc»t, RKSUffiTTMtfc. 3 3%E 
t OA c/^*+f >lC£oTmtti£i±£2 5 g S iO 

8l8Sb, Jtfe^H&ttHtthe most prevalent materia 
1) (TLC!CcfcoT¥iJ£LT) iCfflS-T* 7 7 £ •> a > 
$™*StCbT* 4 1mg (3 2%) ©iIVftt*t* 
fc. 

[0042) 

[ft2] 



50 



(10) 
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: H NMR 

(CDCI3) 6 7.73(q. j=7hz, 2H), 7.54(d, J=11hz, 2H), 7.37(q, j=7Hz, 2H), 7-27(q, j=7hz, 2H), 
4.76(d. 87Hz, 1H), 4.30(m, 4H), 3.74{m, 2H), 2.47(m, 1H), 1 .84(01.1 H). 1.67<m. 2H). 
1.25(dj»1H2 l 10H), 1.23 (m,2H), 0.90 (s, 6H), 0.86 (s, 6H), 0.11 (d t ]=3nz, 9H), m/z 
*r#ffi = 623.01, mm =624.15. 



[0043] mt&m 3 

SKiS^- (A p p 1 ied 
JffltSftfcFMOC (9 



B i o s y s t e m s ) 7^ £ 

i? )V\t2 0%f^U> ? >/NMPICcfc^2 x 5 
»IBC!)«31K:J:oT75-/*flB«:R«Blt ; R«8S« 

3 3 0 1 n m li^W.S UV8R5tt*lC J: t>T, ^©86** 

7^y§S^> y^fMibATaF (DM F) 
L7c#0. 9^gc7}2- (lH-^>l/hU77-;i'- 
1— f;W -1. 1, 3, 3-7b7^WD-W 
-N*1^7;U5j-o*^7a:-h (HBTU) /1-hKD 20 
*v^>Vhy7V-;b (HOB t ) (Ccfc^TSttfl:-?" 

2iio^y7nt:;nf;i/7a> (diea) 
mm\z. fflMN-^f;nfD»jH> (nm 

. P) lC«koTifc#UT, K«SB'J*flc««:l»Sr«). ft 
JW*«t*ltlB^6 HU>LT, Stt<b7$ySx^r;i/ 

0. 0 4M (HOB t ) (Ommt 1 2mmo 1 DIE 30 
AitWBtMT, ^H6tt*S*BSiaS:7-b^;Wfr 
«Jll*NMP»CJ;t>Ttt»U, h»t, 
1 : 1 v£DO>^>/2, 2, 2-HJ7MD 

[004 4] Appl ied Biosy sterns-^ 

IC, 4 1 7mgC0FMOC-7x^77- >-Wa n 
g®Bi (0. 2 5mmo 1) ^A^ft. :«^y^ 
□ D^^XCct^T, ^»CNMPICJ:oT'f'n-t*il2 0 40 
ttlfrLfc. ±E"iM HT, InwnolOFMO 

C-Glu (OtBu) £K««7i-jU75->l;:* 
yy'V >#21£, #JC 1 mmo 1 OFMOC-A 1 a * 



D+T, 4 1mg (6 5. 7/jmol) O^llfiftl 2 tRH 
ft^«* 5 0 0ju lOOMFflCgfiLfc. 2 
2. 5m g (5 9. 1/imol) ©N- [ (y^f^7 

5 J) — 1 H — 1 , 2, 3-HJ7 N /nJ [4, 5-b] 

1 — r;M^i/>] -N-y^;i/->^>7 

5 -^A^^it7;l/^n^7v7x-hN--^^£>H (H 
ATU) £*D;*L, a^T, 5 9 m 1 ®2M D I EA/ 

NMP*jD*.fc. 2 5 ^rohu^yf 

(6 2. 5jumol) £f*U SJE^ffliBSKfe^T 

6 0»IUU»«tS*fc. «!»€:»» U NMPGioT* 

G>fc » fc , Iffi* ft B * ^ y tf > ^^#STTii -3 fe. 
^L7c^7> K»«*NM P (C^T, &tC:x£ □ □ 
(DCM) ICckoT^UT, KffiTTttHkS-fr 
fc. «»i*©WI«P«WrtlR««t«2m 1 ©ttKKKJ: 
Sfflill.k^TfT&ofc (King, D. , Int. 
J. Peptide Protein Res., 3 
6, 255-266 (1990) ) . £J5£*£«»IC £ 
^Tfe»f)^ILT ; ««€:5 0m 1 ^X^Vx~r 
^ (Et20) tCimAfc. ftUfcefittlRftai^llIK: 
•te-pTEJRU 5 Om.l 0i£2>D(£>E 1 2 OfcioTtti* 
U ai^HIU, 7*>K, KffiTTSfcJftS-tfT, 2 
5m g (4 1%) ®&(HMfel**&. ¥»»ifi«HP 
LC (^^A==P h e n ome n e x LUNA 5m 
m c 5, 2 5 0 x 1 0mm, tfaM= 3m 1 /#, 
= 30»Bl:tofc-3T0^B-809SB (A=5%CH 
3CN/O. l%TFA/94, 9%H?O;B=100 
S6CH3CN) ) tCJ:*2«»LT<OfllHt, ttSttfcf 
-^tC^I^T^7^^->3>CDlH]i!X ( hlCct^T, 8. 7 
mg (3 4%) 0»fflaMb^*S:»fc. iJSttLC-E 

1=977.13, nna» 977. 02)0 

[0 0 4 5) 
Mb 6} 



50 



(11) 



2002-32219S 



19 



20 



W 



\ 



0 CMj Of 

A i H I 



17 



flS*^? ppm (3.41 ppm lC:tett;5*^^A"£M) 

(3) * 7.13, (1)- 3.57, (2) - 1.14/1.06, 

(5.9,10,14,15,20) -0.60. 0.75.0.97. 1.00, 1.07,1.40.1.45,1.48, 1.62 
(25, 26}- 1.21,(27) -5.57 
(4.7.8,1 3) - ® & JCWU £ T bix-f 

.^/l** S (46, 42. 45, 49 £U 40,44,48,52) 

1) NH -7.98, HA -3.79, -2.21,1.80 

2) NH -7.79. HA - 4.14, mm - 2.08, 1.71, 1.55 

(56, eoy-pi^xh^-f 

(33) - 8.27, (28) - 4.14. (34) - 1.B6, (38.39) - 0.732 
(23) - 7.76, (32) - 4.16. (36) - 1 .04 

(50)- 7:97. (54) - 4.29, (58) - 2.91, 2.79, (65. 66,67, 68, 69) - 7.35, 7.23, 7.15 
(16) 8.14, (11)- 4.48. (17) - 2.43, 2J22, (30) -^t^f 
[Ell] HlH *S^^b^ONMR7^^hi^ 



II] 



-32K tf-r^ K 30C — 150uM *<Z?V' K 

tea 



fjlil 




#.D ».S 0.0 7.0 ".0 «.8 C9 pee 




(12) 



&m2 002-322198 



(51) Int. CI. 7 

A 6 1 P 25/28 

43/00 1 1 1 

C12N 9/99 

(72)3B9I* vi-AX • =f— • *W K 

T> U*^*H3*f*7 H-N06340. ^ 



F 1 

A 6 1 P 43/00 

C 1 2 N 9/99 

A 6 1 K 37/02 



T-7D-K (#*) 



1 1 1 



(72) *W* x-tf-f y K • A-5> ■ is>{f)Vb> 
7* «J***i3*Wy H+106340, ^* 

□ h >, -f-^^> • *w>h • d-k, 

F^-A(#%) 4C084 AA07 BA01 BA17 NAM ZA02 
ZA16 ZC20 
4H045 AA10 AA30 BAM EA21 EA27 
FA33 GA25 



